We have analysed serum antibodies Ly El-ISA to evaluate the possible relationship between adenovirus infections and coeliac disease (CD). Sera were collected from 24 children with CD (mean age 9.6 yrs, range 2-16.5 yrs) and 24 age-and sex-matched healthy controls. The sera were taken at the time of the initial diagnosis of CD. During autumn -88 an outbreak of adenovirus epidemic took place in our comn~unity. Paired sera from 62 children hospitalized for adenovirus infection were available. The ELISA analysis revealed an excess of adenovirus IgAantibodies in the children with CD. When antibodies to other viral antigens (rubella, mumps, herpes simplex virus) were measured increased IgA-antibody levels to rubella and mumps viruses were also found. Anti-gliadin antibodies were determined in the 62 adenovirus diseased children. In 9 cases the antigliadin antibody levels were found to be increased. When antireticulin antibodies were analysed 3 out of the 9 cases showed increased antibody levels. Our results indicate that children with CD show enhanced IgA responses to viral infections, adenovirus included. CD may also predispose to adenovirus infections. We conclude that both the phenomena are most likely due to the genetic constitution and phenotype of the children with CD. We have analysed HLA class I1 polymorphism at the DNA level in coeliac patients. 25 patients and 35 controls were studied on Southern blot using restriction enzymes TaqI, IdspI, PstI and BglII together with gene specific probes for ORa, DQa, OQR, DRx,OOR and DZa genes. Twelve families of 12 patients; a total of 35 healthy family members, were used to analyse class I1 haplotypes. TaqI enzyme generated a fragment of 4.8 kb in size which could be visualized with DQa probe. This fragment was present in all patients but only in 27% of the controls. In 12 families studied, the fragment was present in 83% of the parents and 70% of the healthy siblings. The haplotype analysis revealed the frequency of the fragment to be 70% of the patients' haplotypes, 47% of the parents' and 30% of the healthy siblings' haplotypes. The fragment was present in 11 DR3 positive haplotypes which all differed in class I alleles from each other and it was absent in one OR3 positive haplotype. The fragment was also present in two DR5 positive haplotypes. A detailed RFLP analysis will be given on class I1 genes on haplotypes. This fragment shows the strongest association to the coeliac disease shown thus far. We have investigated the imunological consequences of feeding a protein antigen to previously imnunised animals. BALB/C mice were systemically primed with ovalbumin (OVA) in complete Freund's adjuvant (CFA) and fed with high (lOmg/g body weight), medium (lmg/g body weight) qr low (lpg/g body weight) doses of OVA once (day 1, 7 or 14) or sequentially for 5 days (days 1-5, 7-11, 14-18). The specific I$ antibody response was suppressed only by early feeds of high-dose OVA (days 1-5). Medium-dose OVA fed on day 14 or low-dose OVA fed at any stage after imnunisation enhanced the I$ antibody response.
1 CIIILDREN -WHAT IS TLlE CIlAIN OF EVENTS?
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THE KINETICS OF ORAL HYFOSENSITISATION TO
In contradistinction, systemic delayed-type hypersensitivity responses (mH) were usually suppressed by early feeds of high or medium doses of OVA but never after feeding low-dose OVA. The results suggest that systemic DTH and 1% antibody responses to oral antigen are subject to different control mechanisms which depend on the imnune status of the animal and are controlled by antigen dose, time and frequency of feeding. The irrununolqic effects observed are also demonstrable following adoptive transfer of spleen cells collected 14 days after mltiple feeds of high-dose OVA to immunised mice. Our findings suggest that oral hyposensitisation after systemic imrmnisation is regulated by (suppressor) spleen cells which are activated by gut-processed antigen. To study the effects of chronic enteral antigen administration to anaphylactically sensitised individuals and to study the involvenent of the mucosal mast cell (MMC), we develowd a rat model to monitor MMC activation bv rewatedblood measurements of the rat mast cell protease 17 (~CPII). Grou of rats previously sensitised systemically with a low dose o r ovalbumin were gavaged with buffer, ovalbumin, bovine serum albumin or a mixture of the two proteins over different time priods cormncing 14 days after riming. Blood samples were obtained 1, 3 and 6 hours after the ckllenges and serum levels of the RMCPII determined by imnoassay. Release of this s cific mucosal mast cell mediator was only observed in a n i m E challen ed with ovalbumin and the initla1 challenge released levels 02 RMCPII fifteen-fold hi her than normal resting levels. Subsequent daily challenges e v o k the release of pr ressively lower levels of mediator (four, three and two-foldqliaher than restina levels). After a ten-day-rest period before furtfier challenges t6e levels of RMCPII released were still within the lower range, whereas animals not previous1 challenged were still capable of releasing hish levels of the ndiator at the time of first mucosal contact wiEh the anti en. This animal model will be useful in investigating tze effects of chronic antigen administration on gastrointestinal and mucosal mast cell physiology. Children w i t h defective yeast opsonisation a r e more l i k e l y t~ have chronic diarrhoea and t h i s can be h a l t e d by infusion o f f r e s h plasma . It i s not known whether these c h i l d r e n have diarrhoea because of persistence o f known stool pathogens, development o f an enteropathy or same other mechanism. This study seeks t o explore t h e association of stool pathogens and small i n t e s t i n a l enteropathy w i t h defects i n opsonisation. Thirty-two c h i l d r e n (lOF;ZZM, aged 3 mo t o 7 y r ) w i t h chronic diarrhoea were investigated f a r yeast apsoniration, stool pathogens and an enteropathy. Thirteen (3F:lOM) had severe opsonisation defects, o f whom two had stool pathogens and s i x had an enteropathy, which appeared t o account f o r the idarrhoea; however i n s i x stool bacteriology an small bowel biopsy were normal and no other diagnosis was reached. Conversely i n those w i t h normal opsonisation who had a normal small bowel biopsy and n:re f r e e o f stool pathogens a diagnosis was reached i n a l l b u t one case. This included toddler's diarrhoea, response t o food elimination. Severe atopy, IgE subclass deficiency and small i n t e s t i n a l b a c t e r i a l overgrowth. Tho chronic diarrhoea found i n c h i l d r e n w i t h defective yeast opsonisation o f t e n occurs independently o f the presence of stool pathogens or an enteropathy. Five c h i l d r e n (3M:ZF) presenting i n the f i r s t year o f l i f e w i t h i n t r a c t a b l e diarrhoea had a number of d i s t i n c t i v e features i n camnon. A l l had u l c e r a t i n g stomatitis; a11 had p a r t i a l v i l l o u s atrophy on proximal small i n t e s t i n a l biopsy; a l l had severe c o l i t i s , characterired by l a r g e u l c e r s w i t h overhanging edges. (The intervening mucosa was inflamed and i n f i l t r a t e d by acute and chronic inflamnatory c e l l s . There were c r y p t abscesses, but i n areas c r y p t a r c h i t e c t u r e and goblet c e l l populatins were maintained); four had severe perianal ulcerations; no stool pathogens were detected. One c h i l d l a t e r developed u l c e r a t i o n of the d i s t a l smell inteitine.Therapy w i t h steroids, sulphasalzine and azathioprine was unsuccessful. (Cyclosparin was t r i e d i n one without benefit). All f i v e required subtotal colectomy and ileatomy. A diagnosis of incomplete Behcet's syndrome has been suggested i n two c h i l d r e n because of the presence of flasked shaped ulceration, although a v i s c u l i t i s was not evident. I n addition, none have abnormalities outside the gastroi n t e s t i n a l t r a c t . I t i s therefore possible t h a t t h i s i s a d i s t i n c t recessively i n h e r i t e d c o n d i t i o n a f f e c t i n g the whole g a s t r o i n t e s t i n a l t r a c t , p a r t i c u l a r l y the colon.
